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64) LAM NATED FORMULATDN 

(57)A bstract: 

PURPOSE : To obtah sustahed release lam hated fcrmubtbn of flavoxate hydrochbrde useful 
formed balding havhg stabilized re base of drug, safety and reduced bitterness, etc., h 
adm hbtratbn by lam hathg susta hed re base part and qu bk re base part respectively 
com prbhg specifb substances. 

CONSTrrUTDN:Two parts com posed of a susta bed re base part com prbhg three layers of A) 
flavoxate hydrochbrde-contahhg layer, B) htermedbte layer and C) enterb skh substance 
layer and a qubk re base part com prbhg D) flavoxate hydrochbrde-contahhg byer and E) 
acd-sobbb skh substance byer are bm hated to afford the amed form ubtbn. C om bhatbn of 
hydroxypropylm ethylcelbbse acetate succhate as the C-byercom ponentand starch as the 
B-byercom ponent b effective. M ixhg weight ratb of fbvoxate hydrochbrde h the qubk 
re base part and h the sustahed re base part is 1 0.5-4, preferably 1 1-4, especbly 1 2.3. 



http://www19.ipdl.inpit.go.jp/PA1/result/detail/main/wAAAjRaO0mDA4... 2010-02-09 



© a * n # jt (j p) © & ft & m & m 
©^riS^rF^^(A) ^3-148215 

<g>Int.Cl. 5 msm^- lrrtSS#^- ©&ffl n 3 ^(1991) 6 J325 0 

A 61 K 9/00 D 7624 - 4 C 

9/50 A 7624 -4 C 

31/445 ACX 7252-4 C 

©m II ¥1-287048 

@tB H ¥ 1 (1989)11/! 1 0 





93 




# Oj 




it 






©31 




# 


* 2i 










©n 




m 


Sf K 


V 


t 


w^m^mmK^nmm j em □ m i4#nu 
a;&*fci*i 


B*i&r3&tt 


®ss 




m 


* it 


'* 








®m 




A 


0 ^ #f M 










SI 


A 













w n & 

S H 54 m 

2. ^^m^CDKffl 
( 1 ) (a)£R7 7 h £*f)S, Ob)*RfiJS N (c) 

ft, 

(2) <b)$IISJI®J£7}*<jtttt-?ft !K (c)Bft&te&& 
®7 7 M*»tt»Jg»*f 0 



5EC»L<tts B C ^ T s* -¥> » tfl "T S « 
J: 9 tw&m^lffii^nfcfcfettSB^i 3&* — f* i Ac ^ t 

£*^0£»77****-hWacB§LTI*6 
;u -t ;u d - x „ t Fo + '^ot'/Mf ^-fe;bD 



a BKttr **©£«*(* ict\ztiz, 

- Y UM&M%.& nt^^Pt «Wffitt»«© 
ttMB8 63- 15461?^&fRU: iilSi877^H- 
LfcJI*fc*-:£©Jfc*T?»#Lfttttt9^£"fS 

SB 7 h <b » <h A/^OI&f$1£Bt0I^K 

ftftttTcs^r t>&!]j$#*©x 



ffn ¥3-148215 (2) 

■y * # n. s> n * c <t;6<&fcj©#2S£ Ltf if 

So 

^^©fiffi^^o^WLfcdihlcJiUKRftjK©^ 

«{is2a;cfai«i©ttaittK:B8r*Ma*JWMtfcc 

&temftt&1&&ftZ-'&4t?ZZ.t\Z£-, 
Tta«t*J^©^'7'y*CHrswa*»fllL/5:c: 



r *■**©. a >7-7-fTy^icBar^R3ii^»# 

ffl5#»W©BWI*±E©ttH7Stf**-- I- 

&pi© ph ics^rai«5*tttfi LK»*Sf4a 

ft"?*** 

C8tlBr*> ffiL*»?l!l*iift£©HJ&K:«£3 

t©riitt^o 



< s i£*©ff a LiUtt, *£#&*2ls Etbiil*i^ 
mBE#EB&±lcM77^**-h*H*ttffl[ 

6) 1= «fc 0 Ltooo, (5)J$ICi£*SL&©flliJit 

<hlHlfstti:©H (X 'J 7 h > fr^fttfit- £Sa&IC 
J: 0{H»$nfc»**-e«*±»/. *©Jt:*fc:ffi 

^JUr^D t K a * •> -f a t* ;U / =t )\f -fe 

p - * s # U tr - ^ r ;u 3 - ^ # U f jt, e n 
II K > f^t^a -X*©;ic»tt&&<rM*W 
&&&fcfc*fc??l,> EB*K:at5:»©±*K:ttK 

;u-te J iua-x > j^H* n - * . *^^©7££ 
tt^r C ©±|C*«B©ttW*««l»t- 5 fc*©tt 



-86- 



7 £ ^ - K tFo + '^ofiMf JUrJl/D- 

x f - jus a - x N / 9 7 £ 9 )\>W> 7 9 'J Jl/R x 
* 'J t 9 T 9 *} toft j 9 t 9 x ) to^k 

T 2 «ICJ:5*tfl»BU XlittWrttpHIEft 

&&&& (±^lafrs ««CE)»3H«Wit©Kffl 

p, i24. m&v * - + m*nmLtz%&\c 
i*^4r ©»*ttfcai&XicftR©*j»asRc; 

ffi#©MC-a©'M + - <fc LT© + MB*Jgfifc 



5$ BB ¥3-148215 (3) 

C © g ft © & |C s th'o+^otf^t^a- 
* s t Fo + '/^n t'jl/^f # y 

tr i ;u T Jl/ 3 - # ¥ fc' x ;u fc? n ij K y > > f 

- h ^ ia«©**tt«X, ft«h u y« 

(£Sft& t K n + y a fcT JU-fc - ^^f©|ga 
ttttXs 9 & 9 s xtr^lv^.^A, K 

anna* *»t^3 -ju*(oaR»aaaw« 
n^nttx©* #&&**»£#*©»£&£«& 



Lr©aat©a^*©*^a-aaffffl 

left Ltt^r$5 c £*Ji<^fcH'U #&0J*^ 
ft&MUti: lOOllSBICttLT 1-100 MSB, 

± * i* + a # ©a *tt©«*#± i; 

4>BBSIcfflt>4««|i»JSij/xSft©/i^«0 # 

c©£ ? k tT*raB*»itfc&ffcic# ltk 
-xTtf-K^^-^teiirio *©& 
assiu tf * l < 12 5 ~2mmw?$> s Q 



dnja±-eii/jN8B±si5isi»© ph t©&8?#k 
o '< -f * T -f 7 tr ij r < c w a c -5 c 4 

IC tt 6 0 

/ u * y *»tt«x* 7^*©Rra»«-aAr« 
£i±*T?©xa-e»6nfca»^»3»sB^T?* 

*^T?*©±|C, fttt8&a©SE<!:Ei;S«-<? 



n&TTM2+#tf ^ * ? tit 11 ifP^tS 
M££H77**ir-hMH*»ffiT*ttfelc 

-r -r y ?m-e&n\i, pH6 iftafcfc^r 

tt£©3^©ttffltt*^?"C£#W&*<i:tt^fco 
# ij b*^.;i/T-fe^J»'^x^;UT ^ J 7 ± t - h 

y 3 - ;u % ^oei/y^n-iK £ x yfie h ij 

0. 5 - 4 if * L < 1 : 1 ~ 4 s ft K 3 U < I* 
I : 2. 3T£ 



gffiffl 1 

-2Qmesh) 600g* jS^AE EfS 3 - r A v ? &ft$t 
K Onm&SSU ffi&g : CF-360) K&AL, t 
K o * ^ y o f JUr - X (JSIT. HPC<h ^ -5 ) 

560 b, 3 - * -* 300gx iSSMiKt y a * 
7" a tf;u-fc Ji/o -X70g , ? * ? 40s CD^^^J* 

-*320g**M]B£ LTttHLfc, ft&tfc, 500g 

*»£J|jJg3-T4 <£±££&> ^n a p 

g : STREA) IC tft A L , 6&fc&&&&Kt Ka + f 
7*0 t'JU/' f-;W-fe;un-x7"fe'f- I- f * — 
h (J£IT, AQOAT-Mit^) 50g, 
xf-^lOg . * 15g t*Ci^/-*/*8 

fc^-CfcttWRtt 555s *iShfcffil&M3 -f < 



EBJi¥3-148215 (4) 

tfc*©»iS±#£l^&ito4 , ffl*'<*-^*^t*fc 
1 : 5 J: 0*$^&ME£t^l*8^$©Ita 

* 4 7 , ©M^ _ eii> SRffc©ft4#<fcfc*ttatt 

fciOSfHttt -a T(r**o £©fiKESttffi1Itft©JtS* 

fifties* k©^* sn*#. ^rncLTt 

& &£!&©'< 7 y + li^Sfctt»»i LT©<3«(14* 
*B«#£l**K75***-H::MLTft» 

y^it&gaiC&AL. HPC© 5 L 

££® 7 v sK * ■* - h 60g , 
45g . 3g K&to LT&ft 

8S*g&&?gRSt 500s ^sSKiJIs-t 

T W 7-ter- h (i^T. ABAti>^) 15s , ^ 
a 3'-ju-6000 3. 5g> ^ 1.5b **Cx^ 
y~;u^^ 300««**»UT*|ftW©tt»7 5 ^ 

itttWl' 

500g iCOorHftf^SrfTt^ 

y^ii^^SC«:AL> HPC©-5«»**W»btt 
^^^Sf7 7^ + tf-h65gs 3 -y*fi -7^47 
g , 3g ©ja^1ft*»^ ICSSJD UTiSttft 



-88- 



ViT^iaiCiftAU AEA 15g > * d rf-iu- 
6000 3, 5g , * ju? 1.5B*£ttx*->-jb*tt 

ttttW-2 

i;, t Ko + t'JM f ji/p - 7 7 

^*fTi^ e®7 7 h &&&a@8i*!£ 

JfcttW 1 l=*tt6»»ttRK«!lKAQOAT-M©« 
to 0 IC . / f T ? *) frf&T 9 "J Jl/ §£ x ? 3 # y 
(&Ttm*7H30Q-55£o>«?> *ffl^TISJ» 

Jtttfl 4 

JtttfifK 1 K4»Mt&»*ttKRf!jKAQ0AT-ll©« 
toO I-. j« * T 9 <j ;u8M * T 9 y ^BM f-^3 



»± ^ 4» M ® <0 fiE 5^ "e * S 3 - 9 -f- corto c 
&ftSBig&II*fciCtt LTlSJ:bT!20^t 

J±8flJ9- 

1 l=*f »tft»»ttKRWKAQOAT-ll©tt 
#+■9--- h&&&a/gaa&|*?#*:„ 



39 BH ¥3-148215 (5) 

JtfiM 5 

it&m 1 ICfctf 6»*ttKJBI«5KAO0AT-H«)ft 
to 0 IC , a ju # + t f ;b x ^ ;u * ji> o - * ( £1 

tf<5*R3)3©Jifc#-C<6S 3 - * - *©fto 1^ 

*^E<Z>fi££©£b&&!*<h IT, HSfefcl 1 fCii 
tt6*WJB©jfc£T*63-:/**-*©tt0lc: 

7 7**^- h Safl*&*: a 



tbttffll2 

tt£*RflJS<&j£#-e<& £ 3 - y z 9 --^©ftO IC 

sasse^ i 

fco «tt^jfett«E»7 7 h 400mg*B*5S 

©*i#*^ 1 K-C 2B*MfT-*fcUK- 8ft*$2£ 
IC#L, Site* 3 *M©K»*f7 •■>•*:• £*HT! 

+ y/*f?t^ &#&&ic£ ^r&aii* 

900m£<i:L, /< K C lOOrpra) 
El MCtjk Lfc «fc 9 ICffln©Rf£ 1 fcicfct,* 
30K* 2 M»CiRU«l».LT^<&. LfrLtttf 



t> % 2 ft IC £ l>> T 14 tt 0 & ^ # & tt o T *>* 0 , 

ft 1 







30£ 


60# 


12Q# 


18Q# 


m 

i 


&tttt U 


-tt 

* <r 7 it 


-tt 

* * 7 


ft £A£ 




2 


©tt* 
£0 


&«©«* 


rat 

a' A ft 


R£ 




0! 

3 


©tt» 


SclB©& 




ffl 25c 


±JSK:# 


m 

4 


mm* l 




~« 


-tt 




5 






-tt 


ft £ ^ £ 

* * 7 ft 


# >r 7 



c * ns m * '* a u tt *t © b e * 2 $ »c *>• \i s 
ttft, #j 1 - 5 ttttfl 1 ~ 5 *aat»*TSo ) 



ft 2 





*WJB©*r«f 


30 t> 


60 # 








88.3+ 5.3 


92. 0± 4.7 




imm 1 


u 


58.3+ 8.6 


62. 1 ± 6.7 




tbttffl 2 


tt L 


60. 1 + 20. 3 


66. 4± 21. 3 




it tt W 3 


tt u 


63.6+21.6 


68. 5+ 18. 0 




tttt« 4 


tt L 


48. 3± 7.2 


51. 4± 8.8 




ttttflJ 5 


tt L 


55. 2+ 8. 5 


60. 2± 7.2 




ibttW 9 


& 0 


63. 5± 13. 5 


68.2+ 15.6 







120 t> 


180 t> 


1 


96. 3+ 4. 1 


99.2+ 1.9 


tb80! 1 . 


66. 7± 5.3 


76. 3+ 6. 6 


ttttW 2 


70.7+18.6 


73. 4+17.3 


ttnm 3 


73. 5+ 16. 8 


76. 2+ 14. 6 




60. 3+ 6. 6 


66. 5± 5. 3 


tb&0>! 5 


64.5± 7.8 


70. 8+ 7. 1 


tb&S*! 9 


73. 2+ 17. 5 


77. 8+ 14. 2 



*ft1-« (%) ¥*5l«±«#<iS£J 



«BB 5 F3-148215 (6) 

■cwffijR-cfc ^rse 2 &{c:fcM+£ttfta< -en-en 

iStttK AQOAT-M, CMBC. t-fm^L-iOO #$&©* 

xi4-tt©8fc#tt*snfc**7^-e5B* 
f,fli;lota^ts^|7"e^60i:^lt^ HP 

-55. m*f*H300-55-T?l4„ £ 2 fcC LTKt)^ 

f^fss^scr^ 7*© *>©{4*§&©c t tt 



KB 01 2 

Xttffl 1 > It&m 6 . 7 , 8 . 9 s 10. IK 12 

JB^K©«&*©it«*l7-*fco 
&©3gffe©#tfi£K:fct>T[4. n-y^^-^^ 
tt ra + '^o f > JU -fe a - * % ia^^ 

n^r(4, +iHii*ttaLtt^is«tctt^ntfg 

=F ©&#I4J1 t-n^T^ . ffi^^UT 

i ttlit fo + '/7o f ;u > f ^-t ;i/p — ^ 7 

fee 



5/ 7" a t* Jl> > Jl> -tr j|/ a - % 7 -fe r - h IT ? ^ * 
§*i*0! 3 

CRR&flO 

5«©^?«lsEA^I»tiU IS£B* (tt 

-^lctE- 3 T248*Rfl*-e&IK Ufc. 
ffiKBfctt l fflia£l±©i*l8JWM**V>r3l»Lfe Q 



^¥3-148215 (7) 

BIS 8tt« ft i. 3g (tt»77# + t- h4lT400 
mg£ W > ^ 1 H 1 [U> WiHty^a^l 



13^ tt-SfcC* It <E>^^SfmSlC^*D5^'7 
> - * - 



®tttttt«IIWI8. («*) 




Bmax (mg/hr) 
30.3 + 4. 5 
31.3 + 7, 5 
38. 9±8. 9 





Tmax (hr) 


BiOhr 


BBA (%) 




1. 2±0. 5 


80. i± 7. 


4 


100. 0 


© 


. 3, S ± 0. 5 


133. 8 ±21. 9 


83.9 




4. S± 0. 5 


172. 0 ± 12. 1 


107. 4 














MRT(hr) 


VRT (hr 2 ) 






CD 


2. 4± 0. 2 


4. i±0. 7 






® 


3. 9 ±0.3 


5.0 + 0.4 






CD 


4.6+0.7 


5. 0± 0. 6 







CBmax : &&fc*9tmm& 

Tmax : ft ft K 4 ft fl& £ £ &J £ I* H 

BlOhr : IOWfW* "e©R*»flSS 
BBA : # T^-f 7 t' 'J t 4 
MRT fill 

VRT : tt!>5ffiSI*fKI©att ] 



*&W©E«77**lr- b(^ttft«f3S!t^|{j: 

< ©&T*f¥ ? C £ 11 < > ^JKtt««©J&«t^ 
6^*ftWK*^i»jaK2Eijai«rllB©|B^^/j;«ia 

2HJ;tT&iSK*#fl*3£&#i§ft/Sa ( 200 og) 

b®nri/>s *>©•?£<&„ 

[£!8©&3U 

ffl i: cfc 6JKR«sR©^»^aCf |gfiB©»mttlC§S 

r 5 B3S*3t»r « fetoc*RaB©jat^Tf* -&» 



-91- 



& IC ft » fc o 

aa3!i*&&-f * ci £ ^ffet mice**?** 

MSHIilKA 1 A*fc 0 I ® 0. 5-3 g (Hi?? 

If ~ I- tit 400ms) *UUftlB2BK/fl 
r -5 t> CD "C * 6 0 

EI 1 Ux -gtftffl 1 RCfibttW 1 . 2. 3. 4, 
WU ft«W6N K 8> 9> 10s IK UT?ft«sr 



0 J 




rawwna <*>) 





nv&m i 






□ 




o 




A 




□ 


, item 5 



ft HI ¥3-148215 (8) 



02 




-92- 



ftffi¥3-14.8215 (9) 




o ; tb&m i o 
a ; ttttffn i 
□ : tt«n i 2 



o : ttAkttoiJBntt («ft> 



-93- 



